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1. (Canceled) 

2. (Currently Amended) A compound of Formula I 

A - D - B (I) 
or a pharmaceutical^ acceptable salt thereof, wherein: 
D is -NH-C(0)-NH-, 
A is of the formula: -L-(M-L l ) q , where 
L is substituted or unsubstituted phenyl bound directly to D, 

L 1 is phenyl or a 5 to 6 membered hetaryl moiety substituted by at least one substituent, - 
C(0)R x , 

wherein the heteroatoms of said hetaryl moiety consist of nitrogen, 
M is oxygen, 
q is 1 and 

B is a substituted or unsubstituted pyridyl group, a substituted or unsubstituted 

quinolinyl group or a substituted or unsubstituted isoquinolinyl group, 
where B is substituted, L is substituted or L 1 is additionally substituted, the substituents are 
selected from the group consisting of halogen, up to per-halo, and Wn, where n is 0-3; 

Rx is NRJlb where R a and Rb are, 

a) independently hydrogen; or selected from th e group consisting of d-Cio alkyl, 
Ci-Cio alkoxy, C3-10 cycloalkyl, C2-10 alkenyl, C M0 alkenoyl, Ce-i2 aryl, C3-12 hetaryl 
which is a 5-12 carbon atom aromatic ring system of 1-3 rings, at least one of which is 
aromatic, in which 1-3 carbon atoms are replaced by h aving 1 3 heteroatoms selected 
from O, N and S, 5-6 membered C3-12 cycloalkyl having 0-3 heteroatoms selected 
from N, S and O, G ^ - aralkyl, Cy Ga * alkaryl, substituted C1-10 alkyl, substituted C mo 
alkoxy, substituted 5-6 membered C3-10 cycloalkyl, having 0-3 heteroatoms selected 
from N, S and O, substituted aryl, substituted C3-12 hetaryl which is a 5-12 
carbon atom aromatic ring system of 1-3 rings, at least one of which is aromatic, in 
which 1-3 carbon atoms are replaced by h aving 1 3 heteroatoms selected from N, S 
and O, substituted Cm aralkyl, substituted alkaryl, where Ra and R b are a 
substituted group, they are substituted by halogen up to per halo, hydroxy, C M0 alkyl, 
5-6 membered C3-12 cycloalkyl having 0-3 heteroatoms selected from O, S and N, C3. 
12 hetaryl which is a 5-12 carbon atom aromatic ring system of 1-3 rings, at least one 
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of which is aromatic, in which 1-3 carbon atoms are replaced by h aving 1 3 
heteroatoms selected from N, S and O, Cmo alkoxy, Ce-n aryl, halo-substituted Ci-6 
halo substituted alkyl up to per halo alkyl, halo-substituted C6-C12 halo substituted 
aryl up to per halo arvh halo-substituted 5-6 membered C3-C12 halo substitut e d 
cycloalkyl having 0-3 heteroatoms selected from N, S and O, up to per halo 
cycloalkyl, halo substituted C3-C12 hetarvl which is a 5-12 carbon atom aromatic ring 
system of 1-3 rings, at least one of which is aromatic, in which 1-3 carbon atoms are 
replaced by heteroatoms selected from N, S and (X up to per halo hetaryl, halo 
substituted Cg rG u arallcyl up to p e r halo aralkylhalo substituted C? Cm alkaryl up to 
per halo alkaryl ; 



each W is independently s eleoted from th e group consisting of -CN, -CO2R 7 , -C(0)NR 7 R 7 , - 
C(0)-R 7 , -N0 2 , -OR 7 , -SR 7 , -NR 7 R 7 , -NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , d-Cio alkyl, C,- 
C10 alkoxy, C2-C10 alkenyl, Cj-Cio alkenoyl, C 3 -C i0 cycloalkyl having 0 3 
heteroatoms sel e ot e d from O, S and N , Ce-Cn aryl, GyG^ alkaryl, Cy -Ga i arallcyl, C 3 . 
12 hetaryl which is a 5-12 carbon atom aromatic ring system of 1-3 rings, at least one 
of which is aromatic, in which 1-3 carbon atoms are replaced by having 13 
heteroatoms selected from O, N and S, G 4 -C ^ allcheteroaryl having 1 3 heteroatoms 
selected from O, N and S, substituted C1-C10 alkyl, substituted C1-C10 alkoxy, 
substituted C 2 -Cio alkenyl, substituted Ci-Cio alkenoyl, substituted C3-C10 cycloalkyl 
having 0 3 heteroatoms s e leot e d from O, N and S, substituted C$-C\% aryl [kB or 
substituted C3-C12 hetaryl which is a 5-12 carbon atom aromatic ring system of 1-3 
rings, at least one of which is aromatic, in which 1-3 carbon atoms are replaced by 
having 1 3 heteroatoms selected from O, N and S, substituted Cy - C^ arallcyl^ 
substituted C? -G u alkaryl, and substitut e d allcheteroaryl having 1 3 

heteroatoms selected from O, N and S ; 

where W is a substituted group, it is substituted by one or more substituents which are 
each, independently, -CR -CO,R 7 , ~C(Q*)R\ -C(C»NR 7 R 7 , -OR 7 , -SR 7 , -NR 7 R 7 , - 
NQ 2 >-NR 7 CrO > )R 7 ,-NR 7 C(O^OR 7 or halogen, 

each R 7 is independently seleoted from H, C1-C10 alkyl, C1-C10 alkoxy, C2-C10 alkenyl, 
C1-C10 alkenoyl, C3-C10 cycloalkyl having 0 3 h e t e roatoms s eleoted from O, S and N, 
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Ce-Ci4 aryl, C3-C12 hetaryl which is a 5-12 carbon atom aromatic ring system of 1-3 
rings, at least one of which is aromatic, in which 1-3 carbon atoms are replaced bv 
having 1 3 heteroatoms selected from O, N and S, Gy-Gu alkaryl, Ca 4 aralkyl, C4- 
G^ alkheteroaryl having 1 3 h e t e roatoms select e d from O, N and S, up to per- 
halosubstituted C3-C12 hetaryl which is a 5-12 carbon atom aromatic ring system of 1- 
3 rings, at least one of which is aromatic, in which 1-3 carbon atoms are replaced by 
having 1 3 heteroatoms selected from O, N and S, up to per-halosubstituted C1-C10 
alkyl, up to per-halosubstituted C3-C10 cycloalkyl having 0 3 heteroatoms select e d 
form 0, N and S, or up to per-halosubstituted C$-C\4 aryl , up to p e r - halosubstituted 
€y-€a4 aralkyl, up to per halosubstituted Ci-Gu alkaryl, and up to per - halosubstituted 
&4rG& alkheteroaryl; and 
eaohZ is independently sel e ct e d from the group consisting of CN, C(0)R \ 

C(0)NR^ V-NQar^V^ 

G1-G40 alkoxy, alkenyl, alkenoyl, C± -Gw cycloalkyl having 0 3 

het e roatom s s e lected from 0, N and S, C $-Gu Cr ^u hetaryl having 1 3 
het e roatoms sel e cted from O, N and S, C7 Gm alkaryl, C^-G^ aralkyl, G rG& 
allchoteroaryl having 13 h e teroatoms s e lected from O, N and S, substitut e d C 4-G40 
alkyl, substituted C ±-G w alkoxy, substituted Cy-G^ alkonyl, substituted C rGj« 
alkenoyl, substituted C^ -G^ o cycloalkyl having 0 3 h e t e roatoms seleoted from 0, N 
and s ubstituted Q -G ^ aryl, substitut e d C^ -Gm alkaryl, substitut e d G rGarara&yl 
and substitut e d C4 -G33 . alkheteroaryl having 1-3 heteroatoms select e d from O, N and 
S; wherein if Z is a substitut e d group, the ono or more substituents are s e l e ot e d from 
the group consi s ting of CN, COj R *, COR ? , C(0)NR^ V^V^V^Qa; 
4^^V-NR ? G{Q)R*, and NR ? C(0)OR * 

3, (Previously Presented) A compound as in claim 2 wherein V is phenyl or pyridinyl. 

4, (Currently amended) A compound as in claim 2 wherein the cyclic structures of B 
and L bound directly to D are substituted in the ortho position by hydrogen Hydrogen . 

5, (Currently amended) A compound of claim 2 wherein B of Formula I is a 
substituted pyridyl, substituted quinolinyl or substituted isoquinolinyl group substituted 1 to 3 
times by 4- one or more substituents which are each, independently, s e leot e d from th e group 
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consisting of -CN, halogen, Ci-Cio alkyl, Ci-Cto alkoxy, -OH, up to per halo substituted Ci- 
Cio alkyl, up to per halo substituted Ci-Cio alkoxy or phenyl substituted by halogen up to per 
halo. 

6, (Canceled) 
7* (Canceled) 

8. (Canceled) 

9. (Previously Presented) A compound of claim 2, wherein L 1 is phenyl, pyridinyl or 
pyrimidinyl 

10. (Previously Presented) A compound of claim 5, wherein L 1 is phenyl, pyridinyl or 
pyrimidinyL 

11. (Canceled) 

12. (Currently amended) A compound of claim 2 wherein L 1 is additionally substituted 
1 to 3 times by one or more substituents which are each, independently, select e d from the 
group consisting of Ci-Cio alkyl, up to per halo substituted Ci-Cio alkyl, -CN, -OH, halogen, 
Ci-Cio alkoxy or aad up to per halo substituted Ci-Cio alkoxy, 

13. (Canceled) 

14. (Currently amended) A compound of claim 10 wherein L* is additionally substituted 
1 to 3 times by one or more substituents which are each, independently, s e l e cted from th e 
group consisting of Ci-Cio alkyl, up to per halo substituted Ci-Cio alkyl, -CN, -OH, halogen, 
Ci-Cio alkoxy aad or up to per halo substituted Ci-Cio alkoxy, 

15. (Previously Presented) A compound of claim 2 wherein L 1 is substituted only by 
-C(0)R x . 

16. (Previously Presented) A compound of claim 2 wherein L 1 is substituted by -C(0)R x 
wherein R x is NR^Rb and R* and Rb are independently hydrogen or Ci - Cio alkyl. 
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17. (Previously presented) A compound of claim 3 wherein L 1 is substituted by - 
C(0)R x , wherein R x is NR a Rb and R a and Rb are independently hydrogen or Ci - Cio alkyl . 

18. (Previously presented) A compound of claim 10 wherein L 1 is substituted by - 
C(0)R x , wherein R x is NR a Rb and Ra and R a are independently hydrogen or Ci - Cio alkyl . 

19. (Canceled) 

20. (Canceled) 

21. (Canceled) 

22. (Canceled) 

23. (Canceled) 

24. (Canceled) 

25. (Currently Amended) A compound of claim 2 which is a pharmaceutical^ 
acceptable salt of a compound of formula I which is s elect e d from the group consisting of 

a) a basic salt of an organic acid or inorganic acid which is basic salts of 
organic acids and inorganic acids selected from th e group con s i s ting of 
hydrochloric acid, hydrobromic acid, sulphuric acid, phosphoric acid, 
methanesulfonic acid, trifluorosulfonic acid, benzenesulfonic acid, p-toluene 
sulfonic acid (tosylate salt), 1-napthalene sulfonic acid, 2-napthalene sulfonic 
acid, acetic acid, trifluoroacetic acid, malic acid, tartaric acid, citric acid, lactic 
acid, oxalic acid, succinic acid, fumaric acid, maleic acid, benzoic acid, 
salicylic acid, phenylacetic acid, or aad-mandelic acid; and 

b) acid salts of organic and inorganio basos containing cations selected 
from the group consi s ting of alkalin e cations, alkaline e arth cations, th e 
ammonium cation, aliphatic s ubstituted ammonium cations and aromatic 
s ubstitut e d ammonium cations an acid salt of an organic or inorganic base 
containing a cation which is an alkaline cation, alkaline earth cation, the 
ammonium cation, an aliphatic substituted ammonium cation or an aromatic 
substituted ammonium cation , 

26. (Canceled) 
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27. (Currently amended) A pharmaceutical composition comprising a compound of 
Formula I of claim 2 or a pharmaceutical^ acceptable salt of a compound of formula I, and a 
physiologically acceptable carrier. 

28. (Canceled) 

29. (Currently Amended) A method for inhibiting raf kinase in a host th e tr e atm e nt of 
solid cancers comprising administering to a host in need thereof an effective amount of a 
compound of Formula I of claim 2. 

30. (Canceled) 

31. (Canceled) 

32. (Canceled) 

33. (Canceled) 

34. (Currently amended) A compound which is selected from the group consisting of 




O 



\ 
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or aa ft€t pharmaceutically acceptable salts salt thereof. 
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35* (Previously presented) A pharmaceutical composition comprising a compound 
which is s el e cted from th e group consi s ting of 




or a and th e ir pharmaceutical^ acceptable salt thereof saks, and a physiologically 
acceptable carrier. 

36. (Currently amended) A method for inhibiting raf kinase in a host the treatment of 
solid canc e rs , comprising administering to a host in need thereof an effective amount of a 
compound which is sel e ct e d from th e group consisting of 
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or a aftd pharmaceutical^ acceptable sate salt thereof 



37. (Currently Amended) A compound of Formula I: 

A - D - B (I) 
or a pharmaceutical!;/ acceptable salt thereof, wherein 
D is -NH-C(0)-NH-, 
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A is of the formula: -L-CM-L 1 ^, where L is phenyl bound directly to D, L 1 is 
pyridinyl, M is oxygen and q is 1 ; and 

B is a substituted or unsubstituted pyridyl, quinolinyl or isoquinolinyl group, 

wherein L l is substituted by -C(0)R x , 

R x is NRaRb where R a and Rb are 

independently hydrogen, Ci-Cio alkyl, Ci-Cio alkoxy, C3.10 cycloalkyl, C2-10 
alkenyl, Cmo alkenoyl, C6-12 aryl, C3-12 hetarvl which is a 5-12 carbon atom 
aromatic ring system of 1-3 rings, at least one of which is aromatic, in which 
1-3 carbon atoms are replaced by having 1 3 heteroatoms selected from O, N 
and S, 5-6 membered C3-12 cycloalkyl having 0-3 heteroatoms selected from 
N, S and O, G^4 aralkyl, C? allcaryl, substituted Cmo alkyl, substituted 
10 alkoxy, substituted 5-6 membered C3-10 cycloalkyl, having 0-3 heteroatoms 
selected from N, S and O, substituted C 6 -i2 aryl, substituted C3-12 hetaryl which 
is a 5-12 carbon atom aromatic ring system of 1-3 rings, at least one of which 
is aromatic, in which 1-3 carbon atoms are replaced by having 1 3 
heteroatoms selected from N. S and O, substituted aralkyl, substituted Cy . 
24 allcaryl, where Ra and Rb are a substituted group, they are substituted by 
halogen up to per halo, hydroxy[[ T ]] or Cmo alkyl; er 

where B is substituted, L is substituted or L 1 is additionally substituted, the 
substituents are selected from the group consisting of halogen, up to per-halo, and Wn, where 
n is 0-3; 

wherein each W is independently selected from the group consisting of -CN, -CC^R 7 , 
-C(0)NR 7 R 7 , -C(0)-R 7 , -N0 2 , -OR 7 , -SR 7 , -NR 7 R 7 , -NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , C1-C10 
alkyl, Ci-Cio alkoxy, C2-C10 alkenyl, Cj-Cio alkenoyl, C3-C10 cycloalkyl having 0 3 
h e t e roatoms selected from O, S and N, C6-C14 aryl, G7-G3 4 alkaryl, Cj rQ u aralkyl , 03.12 
hetaryl which is a 5-12 carbon atom aromatic ring system of 1-3 rings* at least one of which 
is aromatic, in which 1-3 carbon atoms are replaced by having 1 3 heteroatoms selected from 
O, N and S, G 4 -C^ alkheteroaryl having 1 3 h e teroatoms s e lected from O, N and S, 
substituted C±-Gw alkyl, substituted C4 .-G.t 0 alkoxy, substitut e d Cg -G ^ alkenyl, substituted Cv 
alkenoyl, substitut e d C ^-G ^ oyoloalkyl having 0 3 heteroatoms sel e oted from O, N and S, 
substitut e d C^ -G u aryl, substituted C^ - hotaryl having 1 3 heteroatoms soleoted from O, N 
and S, substitut e d C? .-Ga 4 arallcyl, substituted -Cr G ^ alkaryl, and substituted C4 -G& 
allchet e roaryl having 1 3 heteroatoms seleoted from 0, N and Sj optionally substituted by one 
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or more substituents which are, independently ^select e d - from the group consisting of -CN, - 
C0 2 R 7 , -C(0)R 7 , -C(0)NR 7 R 7 , -OR 7 , -SR 7 , -NR 7 R 7 , -N0 2 , »NR 7 C(0)R 7 , »NR 7 C(0)OR 7 and 
or halogen up to per-halo; with each R 7 independently selected from H A er Ci-Cio alkyl, Ci- 
Cio alkoxy, C2-C10 alkenyl, C1-C10 alkenoyl, C3-C10 cycloalkyl having 0 3 heteroatoms 
s e l e ct e d from 0, S and N, Ce-Cn aryl, C3.12 hetaryl which is a 5-12 carbon atom aromatic 
ring system of 1-3 rings, at least one of which is aromatic, in which 1-3 carbon atoms are 
replaced by having 1 3 heteroatoms selected from O, N and S, alkaryl, C? C34 aralkyl, 

GtrGn alkheteroaryl having 1 3 heteroatoms sel e ot e d from O, N and S, up to per- 
halosubstituted C3-C13 hetaryl -which is a 5-12 carbon atom aromatic ring system of 1-3 rings, 
at least one of which is aromatic, in which 1-3 carbon atoms are replaced by having 1 - 3 
heteroatoms selected from O, N and S, up to per-halosubstituted CpCio alkyl, up to per- 
halosubstituted C3-C10 cycloalkyl having 0 3 h e t e roatoms selected form O, N and S, or up to 
per-halosubstituted Q-Ck aryl, up to p e r - halosubstitut e d C y€a4 aralkyl, up to p e r 
halosubstituted C^ -G^ alkaryl, and up to p e r halosubstituted C «rG?& alkheteroaryl . 

38. (Canceled) 

39. (Previously Presented) A compound as in claim 37 wherein the cyclic structures of 
B and L bound directly to D are substituted in the ortho position by hydrogen. 

40. (Currently amended) A compound of claim 37 wherein B of Formula I is a 
substituted pyridyl, substituted quinolinyl or isoquinolinyl group substituted 1 to 3 times by 1 
or more substituents which are each independently seleoted from the group consisting of - 
CN, halogen, CpCio alkyl, C1-C10 alkoxy, -OH, up to per halo substituted C1-C10 alkyl, up to 
per halo substituted CrCio alkoxy or phenyl substituted by halogen up to per halo. 

41. (Canceled) 

42. (Currently amended) A compound of claim 37 wherein L 1 is additionally substituted 
1 to 3 times by one or more substituents which are each, independently, s e l e ct e d from the 
group consisting of d-Cio alkyl, up to per halo substituted C1-C10 alkyl, -CN, -OH, halogen, 
C1-C10 alkoxy a»d or up to per halo substituted CpCio alkoxy. 
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43 (Canceled) 

44. (Canceled) 

45. (Currently amended) A compound as in claim 37 wherein substituents for B and L 
and additional substituents for L\ are each, independently, solootod from the group 
consisting of d-Cio alkyl up to per halo substituted Ci-Cio alkyl, CN, OH, halogen, CpCio 
alkoxy and or up to per halo substitu e nt substituted Ci-Cio alkoxy. 

46. (Currently amended) A compound of claim 37 which is a pharmaceutically 
acceptable salt of a compound of formula I which is select e d from the group consisting of 

a) basic salts of organic acids and inorganic acids s e lected from th e group 
consisting of a basic salt of an organic acid or inorganic acid which is 
hydrochloric acid, hydrobromic acid, sulfuric acid, phosphoric acid, 
methanesulfonic acid, trifluorosulfonic acid, benzenesulfonic acid, p-toluene 
sulfonic acid (tosylate salt), 1-napthalene sulfonic acid, 2-napthalene sulfonic 
acid, acetic acid, trifluoroacetic acid, malic acid, tartaric acid, citric acid, lactic 
acid, oxalic acid, succinic acid, fiimaric acid, maleic acid, benzoic acid, 
salicylic acid, phenylacetic acid, mA or. mandelic acid; and 

b) acid salts of organic and inorganic bas e s containing cations s elected 
from the group consisting of alkaline cations, alkaline earth cations, th e 
ammonium cation^ aliphatic substituted ammonium cations and aromatic 
substitut e d ammonium cations an acid salt of an organic or inorganic base 
containing a cation which is an alkaline cation, alkaline earth cation, the 
ammonium cation, an aliphatic substituted ammonium cation or an aromatic 
substituted ammonium cation . 

47. (Previously presented) A pharmaceutical composition comprising a compound of 
claim 37 or a pharmaceutically acceptable salt of a compound of formula I, and a 
physiologically acceptable carrier. 

48. (Currently amended) A method of inhibiting raf kinase in a host for the treatment of 
solid oancers , comprising administering to a host in need thereof an effective amount of a 
compound of Formula I of claim 37. 
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49- (Currently amended) A compound as in claim 37 wherein R x is NRaRb and Ra and 
R b are each, independently* s e l e ct e d from hydrogen and or Ci - Cio alkyl. 
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